A, Hansson J, Linder S et al. Cisplatin induces endoplasmic reticulum stress and nucleus-independent apoptotic signaling. J Biol Chem 2003; 278: 9100-9106. 5. Kitamura M. Endoplasmic reticulum stress and unfolded protein response in renal pathophysiology: Janus faces.
Response to 'Autophagy: a protective mechanism against nephrotoxicant-induced renal injury' Kidney International (2009) 75, 119; doi:10.1038/ki. 2008.540 We thank Dr. Pallet and Dr. Anglicheau for their interest in our recent publication reporting autophagy in cisplatin nephrotoxicity and its cytoprotective role. 1 We are pleased to learn that their latest work has also demonstrated autophagy as a protective mechanism against cyclosporine toxicity in renal cells and tissues. 2 Interestingly, whereas we showed the regulation of cisplatin-induced autophagy by p53, BcL-2, and related mechanisms, Pallet et al. further emphasized the involvement of ER stress in autophagy during cyclosporine toxicity. Although we did not examine ER stress in the cisplatin model, we believe this is a possibility that deserves consideration and further investigation. As correctly pointed out, cisplatin can induce ER stress. In this regard, Liu and Baliga 3 showed evidence for ER stress during cisplatin treatment of renal tubular cells. Nevertheless, multiple stresses and signaling pathways are induced or activated during cisplatin nephrotoxicity. 4 Notably, cisplatin induces pathological alterations in several subcellular sites or organelles including mitochondria, ER, and the nucleus. As a result, cellular responses, either cytoprotective or injurious, may be mediated by multiple rather than a single mechanism. 4 Certainly, a specific stress or pathway may have a major role in the induction of autophagy; whether it is ER stress remains to be determined. In addition, the signaling pathways activated by cisplatin may also cross talk and be integrated, resulting in an impressive renal pathology. The recent studies by this and other laboratories have suggested that autophagy is a renoprotective mechanism during cisplatin and cyclosporine nephrotoxicity. 1, 2, 5 However, whether this conclusion can be generalized to other kidney injury models (for example renal ischemia-reperfusion) remains to be investigated, as excessive autophagy can lead to cell death. Thus we have to agree with Dr. Lieberthal that 'the extent to which autophagy can ameliorate kidney injury caused by other types of renal insults remains to be determined'. 6 It is hoped that these studies have provided impetus for investigation of autophagy in renal pathophysiology.
